Uctober 23, 1952

Dr. andre Iasofi

Wi Institut Fasteur
23 rue du Dr. o
reris 15, Frunece

euxr Uy, lwolf:

| s

hlemnsy has forwarded the rajuast you had sent it him for Het stocks
ol L. coil K-i2, I am fully prapared to dlscuea ithis with you vse].f, keeping
in aind thuat #e have aome interest in thise stulias ahlll, oursslvaes.

In fact, I cannot ralrain Broz inddcating whabt I Jas most orfended that
Jou sncuid resort W anotnar chaanel, as 1t warae, behmi ny back. This is
sapecially grisvous 10 8 becauss of the high rezisd thui I have had since
stucent days, und coatlnus W huve, Lor youwr pusson as well as your sclentific
achaevagats, I recals anOtucr intldent thab porpioxed we gresily st the time,
shlle Je aerecairesdy wuiking on lysogenloliy dun Kel2, ccincidentally with
gour omn asgnhificeat studies on By megateriun, yuu iiscobzry of induction of
Lysls wes boinug a;:p.lied VU teed?, in consejusncs of yuur visit Lo Caltech. We
finally leurnsd of tlds by vague rumor, rather then any dlrect account, not~
withottncleg tne fact that se had proviacd wies susontizl maitsoiabk in the
rirst instouces 1o particulue, the imdicuwes atralia., I do ot iasan that we
have any palteun on sanythiing that s dastributes, sut tals patvern of beha-
nox‘ lg hierdiy likaly to svolke ths most frlse: mu i 3eli3wative spirdt. It
s very ensE W forgat et anctlisr laborustory say nave 3 Jesp an interest
in & prbblem as cnessll— perhaps I Yave reen gollty < such {.rgetfulness
pyseif. but 3 fplenuly and constiactive sclatiova 9 zash difflcuities san
cniy be memedicd by acdcstle comruntestien, il disowcoion of the spportion~
nent of programs and mutusl econfldence. I rcgmt. that this has not ensued
for the K-12 stadfes. I ask your sdvice on the mensures thil should be taken
LW oreneay 0. b nave Wis righc, 1 thlak, to auk for o csetiednu freedom of
aovensnt L0 eXpdolt lines ol waiw Whel have opensc up from the investment
vl . ;,,‘ruat daas of slfors in the developuent of stocks. He wonld prefer that
this freedum Llow easily from a spiriv of smtual zeabidepce; aot roughly
from an ant gu.uxstio monvpedy of esperisental. rateriais. Until such comfidence
has been affirmed in practlca s the moat reascnahle course would seam to be
that we discuns the 1 «39 of warw Giowhich suit vuenrler vy b uxpected, I
do aot telieve that T have refusged zny R r= ‘ﬂu%” fur gtooks, end I
think you will agree that the flow in the pest has bwen grester {rom Hadison
%o Paris than ths converse, With respect to materiala thei are the subjedt
of our ‘mewdiste investigations, I believe I have the right —and the obliga-
tion tc students and colleasgues who are alsc involved-~ to enquire on the ef-
fect that their distributlon will have on our long-term program.

May I jllustrate this with ali example



ey I iilustrate this with a message that I would like to ask you to communicate

to your colleagues, Jacques and Mel. I hope you will believe my assertion that I
had declded on thils several days ago, and was nlanning to write to them soon., Jacques
and I have shared aua interest in gene-enzyme relaticnships that dates, on my part,
since about 1945 (and much longer for you, of course). At a time when the one-to-one
theory seemea unassailable {and which I initially accepted myself | experimental results
with Lac~ umtaticns din K-<12 pointed towards considerable complexity, ¥y resources of

time, facilities, und collaboration were, perhaps tooslimited but I had hoped we could
continue o fairly eiluburate program. A good deal of time was spent in producing the
mutants, thelr gorestlc ansliysis, and the characierization of the lactase. Monod and

ohn Love worked smen fasder and betver cn certein aspests, especially the immunochemistry
and ont cun concluus frum thelr physiological, no less than®B§ own predominantly
geneiic,sludivs thut the gens-enzyme relatlonshilps are not sc simple as most people
had thougn® origimnul., Un the whole, 1 think our relationships have been falrly
amfcuiie (Lo disregerd o few rutfled tempers), ailthcugh duch of us hss maturally
exaggerwied cur ouni studies n o own writlogs. 1 had & posbésciirel feiiow nere
who 1s dueag LoisuncRRsi¥EEX studias on O. coll, znd I had uopec he could extend his
work to ihe <uoii Loctoese. The Iden of euch on apereacl vas not urique L Psris, although
the bellliance of 1t wxxewilon fez bewn, Sidil, I thougrbwe could bulidg on the
methols aiv luformetion sccwaleted By Johin and Vened, red npoly then to our gystem,
to cowvelobe st sonslde wlwaidias. For tndls reason, I felt thai we showld held on to
our cuilratich of Lac- mubutlons at 2ifferent leod, ithouge ceverdl of thaa were
sant to Puriz, TL L8 w gpparent that we vwere uncaedy cpbioiciic oout peing able to
de bnds in o near Juturs. dew duvilopmrots such ua the genetlc toansduetion in Sal-

=
.
1

achedlc, © o W 0o palllliliy-Tecters i E-lD Preaullityt have oralined most of my own
tloe, If 2w prodblem ds not superzingabed, T woaid (Zhe ©0 wgh whetiner your voileagues

would Uil ol Ul wiiowte an Laswncerinlcal ozl ol bhe e cwtants-- 1 so, I
will be glod Lo gesd Lhep

Do ey wonuiuly oo wordy 2 siebiweuly ve wLli oo voiy happy il owe caa create a
slivation wbore e Sl Jecely 2xohauge idews, Lofcraation, aua walerials on a founda-
tion of aubual inverost anl conlicdeace. TL Lo ot eacy wo axpese o confessional a
tone, Lul I huped LV awight Oe She hesbt way b0 saelicvrale rescalbawnle inat may have
built up ca both sldsy of the Atluntic., UYnw o thy szleasats ¢f tnis fuundation should
be Luws .ol 00 ues bas an Lderest Ln the Juvelopweal <l cne's ol experinental
daburiod, aldelb Tiils lntevast s aol uxocluslva, Thal 13 Lo tued you think should be
done wiilb K-~12 lysogeuicity that we had not thought to do, or that represents a fixed
conclusion that reanirss independent confirmstion? Thaere 1z more du cuaplicated stocks
than v cullaites thausulves—— bicie s o atouwalelios ol ifaformabiocn un their

hisbory ond sonavior thab 1s vory ¢iificait W coavey in 2 lblier. Gertain aspsects
are ravior Siull--seg. W relation of linkags swaades to the coupzticility factor,
and a full appreciation of theam regadres, if L may suy a0, consi.cratie Indoctrination.

I do not ualii =hib anyone wodld nave tha olightest diffkisity in reproducing any of
our experiments. as they are published, but axtansions of them may entiil 4 very heavy
investmenl in the devalopazant of aporecrists atocks,

Tours sliesr:ly,

Joshua Lederberg

P.S. May I make a faint rebuttal to your review of Werkman & Wilsoa's "Bacterial Physio-
Xogy". Certalnly one may argue that phage ought to be taksn up in more detail,
but this is usually done in Virology rather than bacterial physiclogy. My own
chapter was one of the most peripheral in the book-—and in it, phage the least
central item. I could not give a full histeorical summary— if I quoted the earlier
French writings (which very few of the students at this level would be able to read)



I shouid havs to go into the moot question of phage as a “hereditary vicilation®

as agalnst a pargsite. I did spend too guch space on phage as it was, and based
this an an errongdous ression of transiormations as possibléf resulting (in

any significant iﬁétance {rom phage infection per se. I submit that you were
overzezlous in reporting that Burnet's early work was ignored. I should have
liked tu see a proper treatmeni of phage physiology, but this was beyond the scope
of the beook. A more appropriate criticism would be the way in which enzymatic
adaptaticn was ignored. Unfortunately, this subject felli betneen the muny stools
of the several writers and editors, and by the tima this was realized, it was

too lats Lo ples iU wp. This Coes, not. of course, remedy the dsfect.
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